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FILE 'REGISTRY' ENTERED AT 12:25:15 ON 06 NOV 2003 
LI 4 S GGTASCHFGPLTWVCKPQGG/SQSP 

LI ANSWER 1 OF 4 REGISTRY COPYRIGHT 2003 ACS on STN 
RN 243125-13-5 REGISTRY 

CN Glycinamide, glycylglycyl-L-threonyl-L-alanyl-L-seryl-L-cysteinyl-L- 
histidyl-L-phenylalanylglycyl-L-prolyl-L-leucyl-L-threonyl-L- 
tryptophyl-L-valyl-L-cysteinyl-L-lysyl-L-prolyl-L-glutaminylglycyl-, 
cyclic (6->15) -disulfide (9CI) (CA INDEX NAME) 

SQL 20 

SEQ 1 GGTASCHFGP LTWVCKPQGG 

HITS AT: 1-20 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 131:209282 

LI ANSWER 2 OF 4 REGISTRY COPYRIGHT 2003 ACS on STN 
RN 209594-31-0 REGISTRY 

CN Glycinamide, glycylglycyi-L-threonyl-L-alanyl-L-seryl-L-cysteinyl-L- 
histidyl-L-phenylalanylglycyl-L-prolyl-L-leucyl-L-threonyl-L- 
tryptophyl"L-valyl-L-cysteinyl-L-lysyl-L-prolyl-L-glutaminylglycyl- 
{9CI) (CA INDEX NAME) 

SQL 20 

SEQ 1 GGTASCHFGP LTWVCKPQGG 



HITS AT: 1-20 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 129:9087 9 

LI ANSWER 3 OF 4 REGISTRY COPYRIGHT 2003 ACS on STN 
RN 203397-46-0 REGISTRY 

CN Glycine, glycylglycyi-L-threonyl-L-alanyi-L-seryl-L-cysteinyl-L- 
histidyl-L-phenylalanylglycyl-L-prolyl-L-leucyl-L-threonyl-L- 
tryptophyl-L-valyl-L-cysteinyl-L-lysyl-L-prolyl-L-glutaminylglycyl-, 
cyclic (6^15) -disulfide (9CI} (CA INDEX NAME) 

SQL 20 

SEQ 1 GGTASCHFGP LTWVCKPQGG 



HITS AT: 1-20 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 128:176424 

LI ANSWER 4 OF 4 REGISTRY COPYRIGHT 2003 ACS on STN 
RN 186526-47-6 REGISTRY 

CN Glycine, glycylglycyl-L-threonyl-L-alanyl-L-seryl-L-cysteinyl-L- 
histidyl-L-phenylalanylglycyl-L-prolyl-L-leucyl-L-threonyl-L- 
tryptophyl-L-valyl-L-cysteinyl-L-lysyl-L-prolyl-L-glutaminylglycyl- 
(9CI) (CA INDEX NAME) 

OTHER NAMES: 
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CN 13: PN: WO019178Q SEQID: 19 claimed protein 
SQL 20 



SEQ 



1 GGTASCHFGP LTWVCKPQGG 



HITS AT: 


1-20 
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SEQUENCES 


AVAILABLE WITH SEQLINK** 


REFERENCE 


1: 


136: 


32169 


REFERENCE 


2: 


130: 


61259 


REFERENCE 


3: 


130: 


493 


REFERENCE 


4: 


126: 


152802 
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LANGUAGE : 
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PATENT INFORMATION: 

PATENT NO. 

WO -2001091780 



2001:885800 HCAPLUS 
136:32169 

Neuroprotective peptides that are peptide 

mimetics of erythropoietin 

Smith-Swintosky, Virginia; Renzi^ Michael; 

Plata-Salaman, Carlos; Jolliffe, Linda; Farrell, 

Francis; Johnson, Dana L. 

Ortho-McNeil Pharmaceutical, Inc., USA 

PCT Int. Appl. , 75 pp, 

CODEN: PIXXD2 
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English 
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US 2003130197 
PRIORITY APPLN. INFO. : 



Al 20030710 



US 2001-863600 



20010523 
20000526 
20010523 



OTHER SOURCE (S) : 
AB Methods of 



US 2000-207654P P 
WO 2001-US16654 W 
MARPAT 136:32169 
treating diseases of the nervous system by administration 



Searcher 



Shears 



308-4994 
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of compns. having the neurol. therapeutic activity of human 
erythropoietin are disclosed. These compns. include therapeutic 
agents such as peptides, peptide dimers, polypeptides, and proteins 
that have the full range of biol. activity of human erythropoietin 
or only certain biol. activities of erythropoietin. Improved 
therapeutic regimens where the erythropoietin is administered at 
concns. below those required to stimulate hematopoiesis are also 
provided. 
IT 186526-47-6 

RL: PAC (Pharmacological activity); BIOL (Biological study) 
(neuroprotective peptides that are peptide mimetics of 
erythropoietin) 

REFERENCE COUNT: 1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN 
THE RE FORMAT 



L2 ANSWER 2 OF 7 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 



CORPORATE SOURCE: 



SOURCE : 



Editor (s) : Tam, 
P. Kluwer: 



HCAPLUS COPYRIGHT 2003 ACS on STN 
1999:396628 HCAPLUS 
131:209282 

A peptide mimetic of erythropoietin: critical 
residues and description of a minimal functional 
epitope 

Johnson, Dana L.; Farrell, Francis X.; McMahon, 
Frank J.; Tullai, Jennifer; Barbone, Francis P.; 
Middleton, Steven A.; Hoey, Kenway; Livnah, 
Oded; Wrighton, Nicholas C; Dower, William J-; 
Mulcahy, Linda S.; Stura, Enrico A,; Wilson, Ian 
A.; Jolliffe, Linda K. 

Drug Discovery Research, The R. W. Johnson 
Pharmaceutical Research Inst., Raritan, NJ, USA 
Peptides: Frontiers of Peptide Science, 
Proceedings of the American Peptide Symposium, 
15th, Nashville, June 14-19, 1997 (1999), 
Meeting Date 1997, 501-503. 
James P.; Kaumaya, Pravin T. 
Dordrecht, Neth. 
CODEN: 67UCAR 
Conference 
English 

Ala substitution in the conserved positions of EMPl 
(GGTYSCHFGPLTWVCKPQGG) , a peptide mimetic of erythropoietin, was 
done to determine the effect on both binding and mimetic activity in 
vitro. Most of the Ala substitutions decreased the relative binding 
affinity. Trpl3 substitution had the most significant effect, 
resulting in almost undetectable binding and a complete loss of 
mimetic activity, Ala substitution of Tyr4, Gly9 or Thrl2 each 
resulted in significant relative binding losses and a concomitant 
loss of mimetic action. Unexpectedly, Ala substitution of ProlO had 
no effect on relative binding or mimetic activity suggesting that an 
acceptable p-turn structure can still be achieved. 
Substitution of Prol7 resulted in a 100-fold loss of mimetic 
activity. The relative binding of this peptide was also 
significantly altered and was limited by decreased peptide solubility 
The two aromatic residues at positions Tyr4 and TrplB appear to play 
important roles in both EPO receptor binding ability and EPO mimetic 
properties of EMPl. To investigate this further, Tyr4 or Trpl3 was 
replaced with Phe. Restoration of aromaticity at position 4 
resulted in the recovery of some binding activity (12-fold less than 



DOCUMENT TYPE: 
LANGUAGE : 
AB 
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EMPl) and mimetic activity. Restoration of aromaticity at Trpl3 
resulted in recovery of activity to a level similar to EMPl. The 
data indicate that aromatic residues at these positions are important 
for EMPl agonist activity. The authors next sought to determine the 
minimal active structure within the EMPl sequence by truncating 
residues of the peptide outside the disulfide bond. YSCHFGPLTWVCK 
represents the minimal active structure identified. 
IT 243125-13-5 

RL: BAG (Biological activity or effector, except adverse) ; BPR 
(Biological process); BSU (Biological study, unclassified); PRP 
(Properties); BIOL (Biological study); PROC (Process) 

(peptide mimetic of erythropoietin, its critical residues and 
description of a minimal functional epitope) 
REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN 
THE RE FORMAT 
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ACCESSION NUMBER: 1998:730721 HCAPLUS 

DOCUMENT NUMBER: 130:61259 

TITLE: An antagonist peptide-EPO receptor complex 

suggests that receptor dimerization is not 

sufficient for activation 
AUTHOR (S ) : Livnah, Oded; Johnson, Dana L,; Stura, Enrico 

A.; Farrell, Francis X.; Barbone, Francis P.; 

You, Yun; Liu, Kathleen D. ; Goldsmith, Mark A.; 

He, Wen; Krause, Christopher D.; Pestka, Sidney; 

Jolliffe, Linda K.; Wilson, Ian A. 
CORPORATE SOURCE: Department of Molecular Biology and the Skaggs 

Institute for Chemical Biology, The Scripps 

Research Institute, La Jolla, CA, 92037, USA 
SOURCE: Nature Structural Biology (1998), 5(11), 

993-1004 

CODEN: NSBIEW; ISSN: 1072-8368 
PUBLISHER: Nature America 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Dimerization of the erythropoietin (EPO) receptor (EPOR) , in the 

presence of either natural (EPO) or synthetic (EPO-mimetic peptides, 
EMPs) ligands is the principal extracellular event that leads to 
receptor activation. The crystal structure of the extracellular 
domain of EPOR bound to an inactive (antagonist) peptide at 2.7 
A resolution has unexpectedly revealed that dimerization still 
occurs, but the orientation between receptor mols. is altered 
relative to active (agonist) peptide complexes. Comparison of the 
biol. properties of agonist and antagonist EMPs with EPO suggests 
that the extracellular domain orientation is tightly coupled to the 
cytoplasmic signaling events and, hence, provides valuable new 
insights into the design of synthetic ligands for EPOR and other 
cytokine receptors. 

IT 186526-47-6 

RL: BAC (Biological activity or effector, except adverse); BPR 
(Biological process); BSU (Biological study, unclassified); PRP 
(Properties); BIOL (Biological study); PROC (Process) 

(EPO-mimetic peptides; antagonist peptide-EPO receptor complex 
suggests that receptor dimerization is not sufficient for 
activation) 
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Methods of administering peptides that bind to 
the erythropoietin receptor, and method for 
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Ray S.; Kashyap, Arun K. 

Affymax Technologies N.V., UK 
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IT 



MARPAT 130:4 93 
Peptides of 10 to 40 or more amino acid residues in 
having the sequence X3X4 X5GPX6TWX7X8 (X3 = C; X4 = 
M, F, I; X6 = any of 20 genetically coded L- amino acids; X7 = 
I, L, V; X8 = C) , which bind and activate the erythropoietin 
receptor (EPO-R) or otherwise act as an EPO agonist, are provided, 
as are methods for their use in treating a patient with a deficiency 
of erythropoietin or a low or defective red blood cell population. 
186526-47-6 

RL: BAC (Biological activity or effector, except adverse); BSU 
(Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(peptides binding to erythropoietin receptor, and therapeutic 
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use) 
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Peptide ligands for the erythropoietin receptor 

that act as erythropoietin agonists 

Wrighton, Nicholas C; Dower, William J.; Chang, 

Ray S.; Kashyap, Arun K.; Jolliffe, Linda K.; 

Johnson, Dana; Mulcahy, Linda 

Affymax Technologies N.V., UK 

U.S., 103 pp., Cont . -in-part of U. S. Ser. No. 

155, 940, abandoned. 
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MARPAT 12 9:9087 9 
Peptides of 10 to 40 or more amino 
erythropoietin receptor (EPO-R) or 
for therapeutic uses are described. Peptides were identified by 
screening of libraries prepared using degenerate oligonucleotides to 
construct a phage display library that was screened by panning with 
the receptor. Candidate peptides were synthesized as C-terminal 
amide derivs by standard Fmoc on PAL resins and tested for biol . 
activity. Many peptides showed greater affinity for the receptor 
than did erythropoietin. 
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IT 209594-31-0 

RL: BAG (Biological activity or effector, except adverse); BSU 
(Biological study, unclassified); PRP (Properties); BIOL (Biological 
study) 

(amino acid sequence; peptide ligands for erythropoietin receptor 
that act as erythropoietin agonists) 
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DOCUMENT NUMBER: 128:176424 

TITLE: Identification of a 13 Amino Acid Peptide 

Mimetic of Erythropoietin and Description of 
Amino Acids Critical for the Mimetic Activity of 
EMPl 

AUTHOR (S) : Johnson, Dana L,; Farrell, Francis X.; Barbone, 

Francis P.; McMahon, Frank J.; Tullai, Jennifer; 
Hoey, Kenway; Livnah, Oded; Wrighton, Nicholas 
C; Middleton, Steven A.; Loughney, Deborah A,; 
Stura, Enrico A.; Dower, William J.; Mulcahy, 
Linda S.; Wilson, Ian A.; Jolliffe, Linda K. 

CORPORATE SOURCE: R. W. Johnson Pharmaceutical Research Institute 

Drug Discovery Research, Raritan, NJ, 08869, USA 

SOURCE: Biochemistry (1998), 37(11), 3699-3710 

CODEN: BICHAW; ISSN: 0006-2960 

PUBLISHER: American Chemical Society 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB To obtain information about the functional importance of amino acids 
required for effective erythropoietin (EPO) mimetic action, the 
conserved residues of a peptide mimetic of EPO, recently discovered 
by phage display, were subjected to an alanine replacement strategy. 
Further, to identify a minimal mimetic peptide sequence, a series of 
truncation peptides has been generated. One EPO mimetic peptide 
sequence, EMPl, was targeted and more than 25 derivs. of this 
sequence were evaluated for their ability to compete with [1251] EPO 
for receptor binding and for their ability to support the 
proliferation of two EPO-responsive cell lines. Two hydrophobic 
amino acids, Tyr4 and Trpl3, appear essential for mimetic action, 
and aromatic residues appear to be important at these sites. These 
findings are consistent with the previously reported x-ray crystal 
structure of EMPl complexed with the extracellular domain of the EPO 
receptor (EPO binding protein; EBP) . In the authors' efforts to 
define the structural elements required for EPO mimetic action, a 13 
amino acid peptide was identified which possesses mimetic properties 
and contains a minimal agonist epitope. The ability of this peptide 
to effectively serve as a mimetic capable of the induction of 
EPO-responsive cell proliferation appears to reside within a single 
residue, equivalent to position Tyr4 to EMPl, when present in a sequence 
that includes the cyclic core peptide structure. Although these 
peptides are less potent than EPO, they should serve as an excellent 
starting point for the design of compds . with EPO mimetic activity, 

IT 203397-46-0 

RL: BAC (Biological activity or effector, except adverse); BSU 
(Biological study, unclassified); PRP (Properties); BIOL (Biological 
study) 
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erythropoietin and description of amino acids critical for mimetic 
activity) 
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Linear, cyclic, and disulfide dimer synthetic 
peptides as erythropoietin agonists, binding by 
erythropoietin receptor, and pharmaceutical uses 
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Johnson, Dana; Mulcahy, Linda 
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is D, E, I, L, or V; and X8is C, which bind and activate the 
erythropoietin receptor (EPO-R) or otherwise act as EPO agonists, 
and methods for their use. The peptides are inostly linear, or may 
be cyclic. Disulfide dimers are also included. These are useful 
for treating anemia, abnormal erythropoiesis, and other disease 
states . 
IT 186526-47-6 

RL: BAG (Biological activity or effector, except adverse); BSU 
(Biological study, unclassified); PRP (Properties); THU (Therapeutic 
use); BIOL (Biological study); USES (Uses) 

(erythropoietin agonist; linear, cyclic, and disulfide dimer 
synthetic peptides as erythropoietin agonists, binding by 
erythropoietin receptor, and pharmaceutical uses) 
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